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Letter by Urra et al Regarding Article,
“Autoimmune Responses to the Brain After
Stroke Are Associated With Worse Outcome”
To the Editor:
The prognostic and therapeutic implications of immunity in
stroke are very promising. Becker et al recently described that
immune responses to various brain antigens can be found in
patients after stroke.1 This study confirms previous reports
suggesting the presence of such autoimmune responses in human
stroke.2,3 The study further describes that 90-day outcome was
mainly associated to autoimmunity to myelin basic protein,
raising the question of whether the consequences of autoimmu-
nity vary depending on the antigen specificity, which would be
an indication of a complex crosstalk between the central nervous
system and the immune system after stroke. However, we would
like to make some clarifications, especially on some of the
conclusions regarding the relevance of infection in the promotion
of autoimmunity.
The conclusion that the risk of developing an inflammatory
response to myelin basic protein is increased by infection is not
supported by the data because stroke severity is a major risk
factor for infection but is also associated with the immune
responses in the study. In fact, the authors explain that the effect
of infection on immunologic outcome was lost after controlling
for stroke severity. In addition, it would be most interesting to
know if infection was an independent predictor of poor outcome
in this study, because the possibility is extensively discussed by
the authors but not reported in the results and previous literature
is largely contradictory on this topic.4,5
Also, it is questionable whether these results show that the
response to brain antigens predicts long-term outcome as stated
in the summary because 90-day outcome was only associated
with immune responses at 90 days but not with those in the acute
phase. Further studies will certainly help unravel the significance
of these autoimmune responses at different times and identify




Xabier Urra, MD, PhD
Functional Unit of Cerebrovascular Diseases
Hospital Clínic
Barcelona, Spain
Anna M. Planas, PhD
Institut d’Investigations Biomediques August Pi i Sunyer
(IDIBAPS)
Barcelona, Spain; and
Institut d’Investigacions Biome`diques de Barcelona
Consejo Superior de Investigaciones Científicas
Barcelona, Spain
A´ ngel Chamorro, MD, PhD
Functional Unit of Cerebrovascular Diseases, Hospital Clínic
Barcelona, Spain






1. Becker KJ, Kalil AJ, Tanzi P, Zierath DK, Savos AV, Gee JM, et al.
Autoimmune responses to the brain after stroke are associated with worse
outcome. Stroke. 2011;42:2763–2769.
2. Bornstein NM, Aronovich B, Korczyn AD, Shavit S, Michaelson DM,
Chapman J. Antibodies to brain antigens following stroke. Neurology.
2001;56:529–530.
3. Wang WZ, Olsson T, Kostulas V, Hojeberg B, Ekre HP, Link H. Myelin
antigen reactive T cells in cerebrovascular diseases. Clin Exp Immunol.
1992;88:157–162.
4. Aslanyan S, Weir CJ, Diener HC, Kaste M, Lees KR; GAIN International
Steering Committee and Investigators. Pneumonia and urinary tract
infection after acute ischaemic stroke: a tertiary analysis of the GAIN
International trial. Eur J Neurol. 2004;11:49–53.
5. Chamorro A, Urra X, Planas AM. Infection after acute ischemic stroke: A
manifestation of brain-induced immunodepression. Stroke. 2007;38:
1097–1103.
(Stroke. 2012;43:e26.)
© 2012 American Heart Association, Inc.
Stroke is available at http://stroke.ahajournals.org DOI: 10.1161/STROKEAHA.111.643460
e26  by guest on February 11, 2014http://stroke.ahajournals.org/Downloaded from 
